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AmenjdUneiits to thfe Claitiis: 

This listing of claims will replace all prior versions and listings of claims in 
(he application: 

Listing of Claims: 

Claim 1 . (Currently Amended) A compound of the formula 




I 

wherein Xj is O, S(0)n, — N— > co-N— , or -CHj-* witti the proviso that when Xj 
is -CH2-J R* and are only halogen; 

n is 0, 1 or 2; 

and when taken together form an 0x0 (=0) group» or R* and R^^ are each 
independently hydrogen, OH, OCOR*^, NH2= NHCOOR9, NHCOCOR^, 
NHS02R^orF; 

X is H, CF3, OCF3, halogen, Ci"C7 alkyl, CqtCj alkenyl, C2-C7 aliynyl or €3-07 
cycloalkyl, said alkyl, alkenyl, alkynyl or cycloalkyl group being optionally 
substituted by COORS, CN, C(0)NR6r7, K)3R8, SO3R8, he terocyclic, ORS, SH, 
S(0)nR9, Nr6r7 NH(C0)NR%7^ NH(CO)OR9 or aryl or - hotoToaiyl, aaid aryl of 
hotereaq 4 being optionally substituted by one 01 two groups independently selected 
finm NR6r7 qrS, COORS, SO3R8, OCORS, PO3R8, and C(0)NR6r7 ^ 
be t e rooyclic ; 

r1 and r2 aie each independently H, lialogen, OR*, Ci'-Cj alkyl, C2-C7 alkynyl^ 

-2- 



PA6E 3/21 * RCVD AT 10/712004 2:55:06 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/6 * DNIS:8?29306 * CSID:2036776900 * DURATION (min^s):0448 



OCT, 7-2004 2:50PN EMS PATEMT 203 677 6900 



NO, 155 P. 4 



Amendment USSN 09/848,697 

QA21INP 

C2'€7 allcenyl or C3-C7 oyoloalkyl, eaid aUcyl, alkenylp alkynyl and cycloallcyl group 
being optionally substituted by COOR^, CN, C(0)NRfiR'7. PO3R8. SO3R8, 
h0tCTOoyolio > 0R8, SH, S(0)nR9, Wi^R^, NH(CO)NR%7^ NH(C0)0R9, 
0C(0)0R3, or aiyl or b e t e roqjyl , md aryl and hotoroflryl being optionally substituted 
with one or two groups independently selected ftom NR^'R?, OR^, COOR^, SO3R8, 
0C0R9, PO3R8, and C(0)NR%7 and h e terooyolio ; 

R3, R4 and Y are each independently H, halogen, ORIO, S(O)nRl0, C1-C7 alkyl, 
C2-C7 allcenyl, C2-C7 alkynyl or C3-C7 cycloalkyl, said alkyl, alkenyL alliynyl and 
cycloalkyl group being optionally substituted by COOR^, CN, C(0)NR'5r'7» POsR^, 
SO3RS, heterooyolio, ORS, SH, S(0)nR9, Nr6r7^ NH(CO)NR6r'7, NH(CO)Or9, 
0C(0)0R9^ or atyl or hotoroatyl , said aryl m dA e ter ^ ajyi . being optionally substituted 
by one or two groups independently selected from NR6r7^ OR^^ COOR^, SO3R8, 
OCORS, PO3R8, md C(0)NR6r7 imd - h e t e rDoyDlic ., with the proviso that not all of 
and Y may be the same halogen; 

r5, r6 and r7 are each independently H, C1-C7 alkyl, C2-€7 alkenyl, C2-C7 
alkynyl or C3-C7 cycloalkyl, $aid all<yl, alteuyl, alkynyl and cycloalkyl group being 
optionally substituted by COORS, CN, ORS, NR8r9^ SO3R8, PO3R8, halogen, or 
aryl or hotorofliyl , said aiyl or h e t e romyl being optionally substituted by one or two 
groups independently selected from COOR^, SO3RS, and PO3RS and heterooyolio ; 

r8 is H, C1-C7 saturated straight chain allcyl or cycloalkyl; 

R9 is Ci-Cy saturated straight chain alkyi or cycloalkyl; 

RIO is C1-C7 alkyl, C2-C7 alkenyl, C2-C7 alkynyl, aiyl or C3-C7 cycloalkyl. said 
alkyl, alkenyli alkynyl, aiyl or cycloalkyl group being optionally substituted by 
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COORS, CN, C(0)Nli6R7 PO3R8, SO3R8, h e t e rocyclic , OKK SH, 5(0)^^^, 

NR6r7, NH(CO)NR6r7, NH(C0)0R9, or aiyl orh e teroary l, said aiyl or h e t e rQaiyl 
being optionally substituted by one or two groups independently selected fiom 
NR6r7, 0R8, COORS, SO3R8. OCORS, PO3R8, ^nd C(0)NR6r7 and hotorooyolio ; 

Z is ORl 1, S{0)nRl 1 , NRl 1r12 or CHRI 1r12; 

r1 1 is C1-C7 alkyl, C2-C7 alkenyl. C2-C7 alkynyl or C3-C7 cycloalkyl, said alkyl, 
alkenyl, alkynyl or cycloalkyl group being substituted by NR13r14^ S(0)nR^"^3 or 
0R13; 

R*^ is hydrogen, Cj-Cy alkyl, C2-C7 alkenyl, C2-<!7 alkynyl or C3-C7 cycloalkyl, 
said alkyl, alkenyl, alkynyl or cycloalkyl group being optionally substituted by 
NR13r14 S(0)nRl^ or 0R13; 

rI3 is SiR-l^R-l^R*^, C1-C7 alkyl, C2-C7 alkenyl, C2"C7 allcynyl, aryl or C3-C7 
cycloalkyl, said alkyl, alkenyl, alkynyl, aryl or cycloalkyl group being substituted by 
one to three groups independently selected bom COOR^, 0R8, Si-R**R+^R"^y 
ORI aryl, and biaiyl and heteronr yl) said aiyl[[ J] and biaryl a a d^ eft^ eafyl being 
optionally substituted with one to diree groups independently selected from halogen, 
CF3, 0R8. COORS, NO2, and CN; 

rH is H, Sift-l^fil^R-l^^ Ct-C-j alkyl, C2-C7 alkenyl, C2-C7 alkynyl, aryl or C3- 
C7 cycloalkyl, said alkyl, alkenyl, allQ^yl, aiyl or cycloalkyl group being optionally 
substituted by one to three groups independently selected ftom COOR^, OR^, Si 
fti^RWitW orI 5^ aiyl, and biaryl and hotorooiyl, said aiyl[[ J] aiid biaiyl 
h e t e roaiyl being optionally substituted with one to three groups independently 
selected from halogen, CF3, OR^, COOR^, NO2, and CN: and eg 

"4- 
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ii,4^-5Md-R; ^ wh e n token togothor wifli tho m ^^& e&n r ^tontto which tfa e y or e attnchod 
may form ti 5 7 memborod - hotorooyolio i 4 iig - \yjflH)n e or mor e h e toroatoma selootod 
firom - QrN and S; Qaid rin fr b e ing optiopally oubfftituted - t ^ Maft ^reQ^^rM 

RlS^^_^-t 7 ore - eaoh -j ndopondontly is C1-C7 alkyl, aryl, benzyl, benzhydiyl, biaryl, 
heterofliyly or (Ci-Cfi) alkyl-aiyl 0^^4-6 4) allyl hotoroaq rl, said aiyl, benzyl, 

benzhydryl, and biaryl being optionally substituted by halogen, CF3, 0R8, COORS, 
N02,CN,orCi-C7aIkyl, 

Claim 2. (Currently Amended) A compound of the formulA 

. I 

ax a phannaceutically acceptable salt thereof wherein 

Xi is O, S(0)n, — N— , CO-N— or -CHj- , with the proviso that when Xj is -CH2-, 
R' and are only halogen; 

n is 0, 1 or 2; 

and Rh when taken together foam an oxo (=0) group, or R* and Rh are each 
independently hydrogen, OH, OCOR? NH2, N3, NHCOOR^, NHCOCOR^, 
NHS02R^ or*; 

X is H, CF3. OCF3, halogen, Cj-Cy alkyi, C2-C7 alkenyl, C2-C7 alkynyl or C3-C7 
cycloallQ'l, said alltyl, alkenyl, allgnyl or cycloalkyl group being optionally 
substftuted by COORS, CN. C(0)NR6r7, PO3R8, SO3R8, he t e iocyclio, 0R8. SH, 
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S(0)nR5, NR6r7 NH(CO)NR6r7, NH(C0)0R9, or aiyl orheteroaiyl , said aiyl ^ 
h^ &f & a ^yl ' being optionally substituted by one or two groups independently selected 
from NR%7^ orS, C00r8» SO3R8, OCOR^ PO3R8, aiid C(0)NR<5r7 ^ 
be torooyolio ; 

r1 and R2 are eadi independently H, halogen, OR^, C1-C7 alfeyl, C2-C7 alkynyl, 
C2--C7 alkenyl or C3-C7 cycloalkyl, said allcyl, alkenyl, glkynyl and cycloalkyl group 
being optionally substituted by COORS, CN, C(0)NR6r7 PO3R8, SO3R8, 
h e t e rocypliQ, 0R8, SH, S(0)nR9. NR^R?, NH(CO)NR6r7, NH(C0)0r9, 
0C(0)0R9j gjyl OTb e t e roojyl s said aryl and h e texoaryl being optionally substituted 
with one or two groups independently selected from NR^R^ or8, COOR^, SO3R8, 
0C0R9, PO3R8, an^ C(0)3^6r7 ^ 

R3, b.4 and y each independently H, ORIO S(0)nRlO C1-C7 alkyl, C2-C7 
alkenyl, C2-C7 slkynyl or C3-C7 cycloalkyl, said alkyl, alkenyl. allcynyl and 
cycloaBcyl group being optionally substituted by COORS, CN, C(0)NR6r7^ 
SO3R8 ketefaey^ 0R8, SH, S(0)qR9 NR6r7, 1^CO)NR6r7 NH(C0)0r9 
0C(0)0R&, or aiyl or h fl t e roaryl , said aiyl and h e t e rooryl being optionally substituted 
by one or two groups independently selected fiom WR6r7, qj^S, COORS, SO3R8. 
OCORS. PO3R8, and C(0)NR6r7 and - h o t o rooyolio ; 

R5, r6 and R? are each independently H, Cj-C? alkyl, C2-C7 alkenyl, C2-C7 
alkynyl or C3-C7 cycloallQ'l, said aDcyl, alkenyl, alkynyl and cycloalkyl group being 
optionally subalitutBd by COORS. CN, 0R8, MrSr9^ SO3R8, PO3R8, halogen, ot 
aiyl oriieto -ete y *, said aiyl and h e t e rooryl being optionally substituted by one or two 
groups independently selected from C00R8,.S03R8 and PO3R8 and hotorooyolio; 
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r8 is H, C1-C7 saturated straight chain aliyl or cycloalkyl, CF3 or CH2CF3; 
r9 is C1-C7 saturated straight chain alkyl or cycloalkyl^ 

rIO ig Ci-Cj alkyl, C2-C7 alkenyl, C2-^7 alkynyl, aiyl or CjrC'j cycloalkyl, said 
alkyl, alkenyl, alkynyl, aryl or cycloalkyl group being optionally suhstituted by 
COORS, CN, C(0)NR6r7, PO3R8, SO3R8, b ti torooyolio> OR^, SH. S(0)nR^, 

NR6r7, NH(CO)NR6r7, ]SfH(CO)OR^, or aryl or hoteroatyl , said aryl e r - ji e t e ioaryl 
being optionally substituted by one or two groups independently selected from 
NR6r7, 0R8, COORS, SO3R8, OCORS, PO3R8, and C(0)NRfiR7 and hot e rocyclio ; 

Z is ORl 1, S(0)nRl ^ NRl 1R12 or CHRl 1r12; 

r1 1 is Ci^7 alkyl, C2"C7 alkenyl, C2-<J7 alkynyl or C3-C7 cycloalkyl, said alkyl, 
alkenyl, alkynyl or cycloalkyl group being substituted by NR13r14 S(0)nR^^, or 

r12 is hydrogen, C\-Cj alkyl, C2-O7 alkenyl, C2-C7 alkynyl or C3-C7 cycloalkyl, 
said alltyl, alkenylj alkynyl or cycloalkyl group being optionally substil-uted by 
NR13r14 S(0)nRl3 or 0R13; 

Rl3 is SiR-^R^-^**^! C1-C7 alkyl, C2-C7 alkenyl, C2-C7 alkynyl, aryl or 03^7 
cycloalkyl, said allcyl, alkenyl, alkynyl, aryl or cycloalkyl group being substituted by 
one to three groups independently selected from COOR^, OR^, Si-R+^^^R**^! 
0R15, aryl, ffld biaiyl mi hotoroaryl , said aiyl[[,]] and biaiyl a nd - h e t e rDaryl being 
optionally substituted with one to three groups independently selected from halogen, 
CF3, 0R8, COORS, NO2, and CN; 

r14 is SiR't5ft*^ftH C1-C7 aliyl, C2-C7 alkenyl, C2-C7 alkynyl, aryl or C3- 
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Cy cycloalkyl, said alkyl, alkenyl, alkynyl, aryl or cycloaUcyl group being optionally 
substituted by one to three groups indepsndently selected from COOR^, OR^, Si 
0R15, aryl, and biaiyl and h e t fl rooiyl , said ajyl[[,]] ag^ biaiyl mA 



hcteraagd being optionally substituted v dth one to three groups independently 
selected from halogen, CF3, OR*, COO l^, NO2, and CN; and &b 

R'^-aad^' ^ whon talcon - tog e thor wifli - pi e nitrog e n otoro to which thoy are attached 



may - fonn a 5 — 7 m e mb e r e d hetereoyolil) ring with ono or more hotoroatomg -fie l e ot e d 



from 0> N and S; sftid ring hoing optiona l ly oubatitutod by OR^ rSQOfe^y 



r15^ R.46,jt;- ^ aro oaoh indep e nd e ntly ifi Ci-C? alkyl, aiyl, benzyl, benzhydiyl, biaiyl, 
l ie terao a yb or (C ] -C^) alkyl-aryl e^<C4pG ^) allcyl hote foftpyi, said aryl, ben2yl, 

benzhydryl, and biaryl being optionally Substituted by halogen, CF3, OR^, COOR^, 
NO2, CN, orCi-Cy alkyl. 

Claim 3. (Currently Amended) A compound of claim 2 wherein Xj is O or 
S(0)n and Y is OrIO in which R^O is Cn^y alkyl, C2-C7 alkenyl, C2-C7 alkynyl, 
aryl or C3-C7 cycloalkyl, said alkyl, alkenyl, alkynyl, aryl or cycloalkyl group being 
optionally substituted by COORS, CN. c;(0)NR^R7, POsR^. SO3RS, h o t o rogyglio> 
Or8, SH, S(0)nR^, NR^R?^ NH(CO)N i6r7^ NH(C0)0R9, at, aryl or - hotor i Qa iyl. 
said aryl or hotQiotnyl being optionally substituted by one or two groups 
independently selected from NR%7^ OVfi, COOrS, SO3R8, OCORS*, PO3R8. and 

C(0)NR6r7 orhotorooyri - ie , said R^ , r8 and R^ substituents being defined as in 
claim 2. 

Claim 4. (Original) A compound c f claim 3 in which R^ and R^ taken together 
represent an 0x0 (=0) group, or R^ and R*^ are each independently hydrogen or OH. 
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Claims 5-6. (Canceled). 

Claim 7, (Currently Amended) A compound of claim 3 in which 

Zis 

(C il a)n, 0 Q i R^" — (CH2)^-N-(CH2)p^CI;J 

r17 aryl 

in which m and p each independently represent an integer of one to six,i 
r4? ^q oaoh i ih iep e nd 6 nfl5M3[ ^-€ii; _irikyI orph fl nyl-t R^^ is Cj-Cy alkyl and aiyl 



cytosolic phospholipa&e A2 comprising a therapeutically effective amount of a 
compound of claim 1 and a pbaroiaceutically acceptable carrier. 

Claim 10 . (Withdrawn) A method of inhibiting cytosolic phospholipase A2 in a 
mammal in need thereof, comprising administermg to said mammal a therapeutically 
effective amount of a compound of claim 1. 

Claim 1 1 . (Currently Amended) A compound selected from 




Claim 8. 



(Canceled). 



Claim 9, 



(Original) A pharmaceutical composition for the inhibition of 
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or a phannaceutically accqjtable salt thereof. 

Claim 12, (Cuirently Amended) A compound of the formula 




I 



or a phannaceutically acceptable salt thereof wherein 

Xi is O, S(0)n, co-N— p or -CH^-, TviUi the proviso that when X| is -CH^-, and 
are only halogen; 

n is O3 1 or 2; 

and when taken together form an oxo (=0) group, or R*^ and R* are each 
independently hydrogen, OH, OCOR^ NHj, N3, NHCOC0R^ or F; 

XisH; 

-13^ 
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and are each independently H, halogen, OR^ or C1-C7 allcyl; 

R^, R"* and Y aie each independently H, halogeiL, 0R^°, or CpC? alkyl, said allcyl 
being optionally substituted by aiyl, said aryl being optionally substituted by one or 
two COOR^ groups, vritb the proviso that not all of R^, R"^ and Y may be the same 
halogenj 

R^, R^, and r"' are each independently hydrogen or Ci-C? alkyl, said alkyl being 
optionally substituted by OR^; 

R^ is H or C1-C7 saturated straight chain alkyl; 

R^ is C1-C7 saturated straight chain alkyl; 

R^° is C1-C7 alkyl or aryl, said allcyl or aiyl group being optionally substituted by 
COOR*, C(0)NR*R\ hotorooyolio, or OR'^ 

ZisOR^^orCHR^'R^^ 

R" ia C1-C7 alkyl substituted by NR'^R'^ S(0)nR". or OR^^ 
R^^ is hydrogen; 

R" is C1-C7 alkyl, said alkyl substituted by one to three groups 

independently selected from OR" and aryl, said aiyl substituted with one halogen; 

R^"* is C1-C7 alkyl; and 

R^^s-ft^s-M^ ^ are aooh indopon deHay is C1-C7 aUcyl, atyl, or benzhydiyl, said aryl 
and benzhydiyl being optionally substituted by halogen. 

Claim 13. (Currently Amended) A compound of the fomjula 

-14- 
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I 

or a phaimaceuticaHy acceptable salt thereof wherein 

Xi is O, S(0)n, or -CH2-, with the proviso that when Xi is ^H2-, and are only 
halogen; 

n is 0, 1 or 2\ 

R° and R^ are each independently hydrogen, OH, OCOR^ NHj, N3, NHCOOR^, 
NHCOCOR^o^F; 

X is H, CF3, OCF3, halogen, C1-C7 alkyl, C2-C7 alkenyl. C2-C7 alkynyl or C2-C'7 
cycloalkyl, said alkyl, alkenyl, alltynyl or cycloalkyl group being optionally 
substituted by COORS, CN, C(0)3S|R6r7, PO3R8, SO3RS. hotorooyolio, Or8, SH, 
S(0)nR9, >fR6R7 NH(CO)NRfiR7, NH(C0)0R9, ot aryl or h e teroaTyl, said aiyl 
hfit e r o aiyl being optionally substituted by one or two groups independently selected 
from NR6r7, 0R8, COORS, SO3RS, OCOR^, PO3R8, and C(0)NR^r7 
hotoroo^^olio ; 

R^ and R^ are each independently H, halogen, OR^, Cj-Cy alkyl, C2-C7 alkynyl, 
02-07 alkenyl or C3-C7 cycloalkyl, said alkyl. alkenyl, alkynyl and cycloalkyl group 
being optionally substituted by COOR^, CN, C(0)NR^R', PO3R8, SO3R8, 



with one or two groups independently selected ftom NR^R^, OR^, COOR^, SO3RS, 
OCOR9 PO3R8, ind C(0)NR6r7 and h e tBrocyclio ; 
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r3 and r4 are each independently H, halogen, ORIO S(O)nRl0, Cj-C? altyl, C2- 
C7 alkenyl, C2-C7 alkynyl or C3-C7 cycloalkyl, said allcyl. alkenyl* aUcynyl and 
cycloalkyl group being optionally substituted by COOR^, CN, C(0)NR6r7, 
SO3R8, b ototooyol jey 0R8, SH, S(0)nR9, NR6r7 KH(CO)NR6r7, NH(C0)0R9, 
OC(0)OR^, OT aiyl or - hotoroaryly said aiyl and h e t e rgoryl being optionally substituted 
by one or two groups independently selected fmn NR6r7, 0R8, COORS, SO3R8, 

OCOR^, PO3RS, and C(0)NR^r7 ondheterooydic , with the proviso that not all of 
r3, r4 and Y may be the same halogen; 

YisOR^**orS(0)nR^^ 

R5,R6andR7 are each independently H, Cj-Cy alky], 02-0^ alkenyl, C2-C7 
alkynyl or C3-C7 cycloalkyl, said alkyl, alkenyl, alkynyl and cycloalkyl group being 
optionally substituted by COORS, CN, 0R8, NR^R^, SO3R8, PO3R8, halogen, or 
aiyl of - h e t e roajyl , said aryl e r - b e t e fo ft t yt being optionally substituted by one or two 
groups independently selected from COOR^, SO3R8, and PO3R8 cmd - h e t e rooyefe ; 

r8 is Hji C1-C7 saturated straight chain alkyl or cycloalkyl; 

r9 is C1-C7 saturated straight chain alkyl or cycloalkyl; 

rIO is C1-C7 alkyl, C2-C7 alkenyl, C^-Cj alkynyl* aryl or C3-C7 cycloalkyl^ said 
alkyl, alkenyl, alkynyl, aryl or cycloalkyl group being optionally substituted by 
COORS, CN, C(0)NR6rV, PO3R8, SO3R8, hoiarooyolio, OR^, SH, S(0)nR5, 

NR6r7 NH(CO)NR6r7, NH(C0)0R9, ^ aryl or hoteronryl, said aiyl orhetorooiyl 
being optionally substituted by one or two groups independently selected ftom 
NR6r7, ORS, COORS, SO3R8. 0C0R8, PO3R8, gnd C(0)NR%7 oyh e t e rooyclic ; 
and 
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QA211NP 



aryl 



in which m and p each mdependently represent an integer of one to six, R^^^-Ri^? 
RW-^e-eflrfHfld ^n d Qflfl y- G 4r-€qL ollcyl - or - phonyl, R^* is Cj'-Cy alkyl and aryl 



represents ^^-^ in which is halogen. 
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